The role of Ras in T lymphocyte activation.
Ras plays an important role in T cell signal transduction through multiple pathways. Here, we demonstrate that, upon stimulation, increasing Ras activity partially substitutes for calcium-mediated signals leading to IL-2 induction. The increase of Ras activity renders Jurkat cells the resistant to cyclosporin A (CsA) through increasing calcineurin activity. Coincidentally, the inducible binding of NIL-2 to a negative-regulatory element in the IL-2 promoter becomes less sensitive to CsA in the cells with increasing Ras activity. The dose of CsA required for inhibition of IL-2 induction in the cells with increased Ras activity remains similar to the concentration of CsA needed for the suppression of NFAT activation in control cells. The results suggest that Ras regulates calcium/calcineurin signalling during T cell activation and the existence of new immune-related target(s) for CsA action at the posttranscriptional level.